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INTRODUCTION

The NCI-designated cancer centers are the centerpiece of the nation’s effort to reduce morbidity and mortality
from cancer. They are the major source of new knowledge relating to the nature of cancer and the major source of
new and more effective approaches to prevention, diagnosis, and therapy. The cancer centers are also the
principal deliverers of medical advances to the patients and families needing them and the chief educators of
health-care professionals and the public. An excellent cancer center isalocal, regional, and national treasure,
having an impact that goes well beyond its own wallsinto the communitiesit serves directly and, by the
generalizable knowledge it creates, into the world at large. To defeat cancer, cancer centers must perform excellent
research, turn research results into therapies or preventives, prove that these work in the clinic, educate health-
care professional s about the latest advances, and reach out to underserved populations. They must do all these
things together.

NCI intendsits Cancer Centers Program to assist institutions in overcoming the many obstacles to cancer’s
conquest. The NCI has sought to enhance the potential of institutions for discovery and for the effective
application of discovery to patients and people at risk for cancer. For many years the major sources of advances
in cancer biology and therapy, NCI-supported centers have more recently devoted increasing resources to newly
emerging areas of opportunity, such as cancer prevention. The NCI has awarded planning grants to promising
institutions devel oping new programs, in order to promote the establishment of new centersin relatively
underserved locations. Centers have developed a variety of outreach activities, so that the benefits of scientific
advances can be realized broadly throughout the population. Linkages between the centers and NCI’ s Cancer
Information Service have expedited the flow of reliable information on cancer to patients, their families, and the
general population.

To strengthen the Cancer Centers Program, the Director of NCI convened an expert panel in 1996 to assess the
Program and make recommendationsto NCI. The report of the Cancer Centers Program Review Group (CCPRG),
entitled “Renewing the Cancer Centers Program of the National Cancer Institute” (1996), contained many
constructive suggestions for how NCI might better support institutions engaged in cancer research.

Among its major recommendations, the CCPRG advised the NCI:

¢ tofoster excellencein science relating to cancer, promote multidisciplinary approaches, and facilitate the
translation of new findings back and forth among laboratory, clinic, and populations;
c solutions to serve scientific activities;
¢ toprovideincreased flexibility to excellent research institutions, while demanding at the same time strict
accountability through a highly competitive peer-review process;
¢ toprovide opportunities for the creation of new centersin institutions that develop strong scientific
bases.

The Report emphasized the overwhelming importance of excellence in research across a broad spectrum of
scientific and medical concerns relevant to cancer. Indeed, the core of NCI’ s support to its cancer centers has
long been for the promotion of research. To assist discovery and its translation into direct benefit to patients and
the general public, the NCI has awarded cancer-center support grants (CCSG) to institutions that have a critical
mass of excellent cancer-relevant scientific research. The CCSG has provided developmental and infrastructure
support that, in turn, increases flexibility and responsiveness. Thisis particularly important now at atime of
unparalleled scientific opportunity. The CCSG'’s focus on research has stemmed from NCI’ s long-held conviction
that a culture of discovery, scientific excellence, and multidisciplinary emphasis generates a cascade of tangible
benefits extending far beyond the gaining of new knowledge.
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An NCI center’s research components - the main objects of direct CCSG support - constitute a core around which
isamuch larger penumbra of activities - clinical care, teaching, outreach, and education. These activities extend
the benefits of research directly to patients, their families, and the general public. An institution with a strong
research emphasisisideally positioned to educate professional and lay people in its own community about
medical advances and to bring the fruits of discovery directly to those who need them. The promotion by cancer
centers of effective outreach strategies, the fostering of cancer education, and the provision of information on
cancer to professionals and the public complement the CCSG’ s focus on research excellence.

NCI anticipates that the greater flexibility inherent in the present CCSG guidelines will result in the funding of new
centers with a greater variety of scientific agendas. It is expected, for example, that some of these centers will
focus on the opportunities and needs presented by special populations. The disproportionate burden of cancer in
certain minority groups is poorly understood and badly in need of attention from the research community. In
order to emphasize the importance NCI attaches to outreach and education, the awarding of the “comprehensive”
designation to a center is partially contingent on its willingness to enter information about its ongoing activities
in these areas into a publicly available compendium of such information coordinated by NCI. In addition NCl is
planning initiatives intended to improve strategies for outreach and education. These initiatives will be separate
from the CCSG in order not to restrict them to funded cancer centers. To increase the likelihood that excellent
centerswill be established to serve underrepresented geographic areas or populations, additional planning-grant
initiatives will assist |ess developed institutions in assembling a critical mass of research programs and competing
for CCSG support.

This document describes the goals, policies, and procedures relating to the CCSG administered by NCI’ s Cancer
Centers Program. NCI’s current formulation of and expectations for its centers program is heavily indebted to the
Report of the CCPRG. The majority of its specific recommendations have been adopted as NCI policy and
incorporated into this document, often with little or no modification in language. Thus the CCPRG has had a
fundamental influence on NCI’ s rethinking of what an NCI-sponsored cancer center should be, how it should be
reviewed, and how it should relate to other centers and to the NCI. In addition to the CCPRG Report, the present
statement of policies and guidelines reflects the recommendations of NCI' s several advisory boards, numerous
individuals within the cancer centers themselves, and NCI’ s leadership and staff. It is also in concordance with
the expectations and intentions of the Congress as expressed during a quarter century of interest in this program.

Part | describes the general scientific, organizational, and administrative characteristics of centers that collectively
determine eligibility for the CCSG. Thisformsthe basis of the revised guidelines for submission and review of the
CCSG that follow in Part I1.



PART |: DESCRIPTION OF THE PROGRAM AND ITSPOLICIES

1.0

History of the NCI Cancer Centers

Thereisalong history of nationad commitment to a system of integrated, multidisciplinary cancer
research amed a rapid trandation of research findings into coordinated care for cancer patients.
In 1960, the Nationa Ingtitutes of Hedlth established the Genera Clinica Research Center Grants
Program to provide an opportunity for universities to establish dinicd research facilities. The
purpose of this program was to provide a resource to enhance the quality of clinica investigation in
amedica inditution gpart from generd hospita care. A year later, in 1961, NCl announced three
new grant programs that were to have a direct bearing on broadening the base of cancer research
activity in the United States. the Cancer Research Facilities Grant (CRFG); Program Project
Grants (PO1s) for cancer research; and Cancer Clinical Research Center Grants (PO2s or
CCRCG). Theintent of these funding mechanisms was to provide support for broadly based,
multidisciplinary cancer research efforts.

By 1963, there was afairly well-defined cancer centers program of gpproximately $6 million at 12
inditutions. The activities a these centers were diverse, including research in radiation therapy,
medica oncology, and surgery, aswell as basic science. Little effort was made to define or
organize the cancer centers, except as a category within the NCI budget, until 1968 when the
Nationa Cancer Advisory Board (NCAB) provided guidelines and the concept of the planning, or
exploratory grant. Congress envisoned aregiond focus for the centers program and in 1968 the
House Appropriations Committee recommended that geography be considered in the
establishment of new cancer centers; this has continued to be an issue of congressond interest
over the years. The Cancer Centers Program of the NCI was formally conceived and established
as aresult of the Nationa Cancer Act of 1971, the Act gave a broad mandate to the centers that
includes research, excdlence in patient care, training and education, demongtration of technologies,
and cancer control. The initial mode for acancer center was drawn from severd of the older,
free-dtanding indtitutions. Roswell Park, Memorid Soan-Kettering, M.D. Anderson, and Fox
Chase (formerly, the Indtitute for Cancer Research).

In June 1973, NCI published information and guiddines for the Cancer Center Support Grant
(CCSG), which had been approved in principle by the NCAB. At that time, two classes of
centers were described:  comprehensive and specidized. Comprehensive cancer centers were
described as those conducting long-term, multidisciplinary cancer programsin biomedica
research, clinica investigation, training, and demongtration, and community-oriented programsin
detection, diagnoss, education, epidemiology, rehabilitation, and information exchange.
Specialized cancer centers were described as those which had programsin one or more, but not
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2.0

3.0

al, of the above areas in which research efforts, specidized study, or aform of patient treatment
resulted in well-defined areas of emphasis. The CCSG supported a cancer research program on
an “inditutiona” bass rather than by funding a multiplicity of individua research and project grants.
Thisrequired areview of an inditution’s cancer research program in totdity; the extent to which a
center successfully integrates and promotes ingtitutiona cancer-related activities remains aprincipd
criterion for success of an NCl-designated cancer center.

For many years up to 1996, the Cancer Centers Program classified traditional centers as either
“badc,” “clinicd,” or “comprehensve” Comprehensive cancer centers have received this specid
designation by NCI after competing successfully for a clinicad CCSG because they meet dl the
criteriafor comprehengveness, which include the entire range of research functions from basic to
clinica to prevention research, as well as community outreach and service activities. Clinica
cancer centers conform to many but not al of the criteriafor comprehensiveness and sponsor
strong basic and clinical cancer research activities. Although basic cancer centers are devoted
exclusvdy to multidisciplinary basic research activities, many are actively involved in the trandation
process through collaborative arrangements with other inditutions, including comprehensive and
clinica cancer centers and/or industry. 1n 1996, there were 26 comprehensive centers, 18 clinica
centers, and 10 basic centers (including one cancer prevention and control center), and one
CONSOrtium cancer center.

Opportunitiesand Challenges - 1997

Cancer centers have demonstrated that complex research strategies are feasible and that they are
able to undertake novel multidisciplinary gpproaches to important new research opportunities. The
centers are premier Stesfor outstanding research, as demonstrated by the large volume of
investigator-initiated grants (RO1 and POL) that NCI awards to ingtitutions holding NCI cancer
center grants. Despite this history of success, cancer centers are facing anew set of chalenges,
some posed by the advancement of science, some by a changing hedth care environment, and
some by the adminigtrative structures that govern their operation.

The NCI agrees with recent reviews by outsde advisory groups that the Cancer Centers Program
remains asgnificant component of the nation’s cancer research investment and one that is worthy
of continued public support. The stability and centralized support provided by the CCSG dlows an
indtitution to conduct awide array of investigationsinto the etiology and treatment of cancer. Ina
turbulent erawhen clinica research must adjust to the new redlities of managed care, cancer-center
support is especidly critica in ensuring that there is a place where cutting-edge cancer research can
be conducted. And at atime when advances in science have enlarged our focus to include
asymptomatic individuas for whom genetic susceptibility and early detection can play akey rolein
risk reduction, clinica investigations will require an even broader array of researchers and access to
greater number of research participants.

Cancer Center versus Cancer Research Center



The great mgority of NCI’ s direct support to cancer centersis for the furtherance of research;
most of the other activities critical to a center’s service misson are supported by other means, such
as patient revenues, philanthropic donations, and monies from state or loca governments. NCI has
therefore considered whether, as recommended in the CCPRG Report, the term “ cancer research
center” might not be a more accurate descriptor of the activities that NCI actudly reviews and
funds with the CCSG. NCI’ s decision to retain “ cancer center” asits designationt emphasizesthe
close association within NCI-funded ingtitutions of research and other critical components, such as
clinica care, education, and outreach; indeed it is this intimate association that distinguishes these
centers as a group from other “cancer centers’, which, whatever their credentials as dispensers of
medica care, lack the strong research base that will drive progress in the years ahead. Indtitutions
lacking their own research base can quickly follow and adopt advances devel oped €l sewhere, but
they cannot lead, as can those centers that integrate research with service.

Ingtitutional Variety and the Cancer Center

No two cancer centers conduct research activitiesidentically. In fact, the centers program has
aways exhibited impressive variety and has relied on the ability of centersto capitaize on unique
research strengths. Cancer centers have developed in a number of different organizational settings.
Some are independent, free-standing ingtitutions dedicated entirely to cancer research. Others have
been formed as clearly identifiable entities matrixed within academic inditutions and promote
interactive cancer research programs across departmental and/or university structures. Occasiondly
they include multiple inditutions under a clear, centrdized adminigtrative and scientific leadership.

Powerful pressures generated by reforms in the hedth-care marketplace have recently raised
organizationd complexity to new levels, as many mergers and strategic dliances blur long-familiar
indtitutiona identities. In recent years NCI has favored a policy of “one cancer center per ingitution
or per group of closely collaborating inditutions.” Astwo or more hospitals merge organizationa
and managerid structures across cities or counties, how to define a“single indtitution” is no longer
s0 clear. The chdlengesin forming an NCI cancer center are very substantial, even when the center
isto gt within asingle indtitution on a geographicaly contiguous campus. Complexitiesin
organization and coordination increase sgnificantly as additiona ingtitutions are added to the center.

NCI does not wish to prejudge the kinds of administrative arrangements that will and will not
succeed; indeed, it seemslikely that further developments in communications technology will make

! TheNCI desi gnation “cancer center” in no way constrains an institution from calling itself whatever it wishes.



feasible organizationd arrangements that have heretofore been difficult to coordinate. In any case,
al gpplicants will be judged by the same scientific, organizationa, and adminidrative criteria

The Essential Features of an NCI Cancer Center
5.0

In face of great inditutiond variety the one common denominator of al successful NCI cancer
centersis excdlence in research. Successful cancer centers have scientifically strong research
bases, organized into collaborative programs focused on cancer; from these programs new ideas
are generated and multidisciplinary research isfostered. The foundation of support for the research
base is investigator-initiated grants from the NIH and other funding sources that use rigorous peer
review.

In addition to excdlence in research, a successful center is organized and run in ways that maximize
the potentia of its research base and can serve to make the whole much more than the sum of its
pats. There are Sx essentid organizationd and adminidrative characterigtics.

Cancer Focus
51

The exigtence of aclearly defined scientific focus on cancer research is usudly quite clear from
an examination of a center’s grants and contracts, by the structure and objectives of its
programs, and by the nature of collaborations between fundamenta researchers and others
who are more directly concerned with cancer applications. NCI recognizes that many aspects
of fundamental biological research are resstant to neat |abel's and that the cancer-rel atedness of
particular areas of research should be amatter of flexible interpretation.

Ingtitutional Commitment
52
A grong commitment of the parent ingtitution to the cancer center generdly manifestsitsdf in
three mgor ways. The parent ingtitution should recognize the cancer center asaforma
organizationa component and provide sufficient resources and space to insure organizationa
gability and fulfillment of its objectives. The organizationa datus of the cancer center within the
indtitution should be comparable to that of other organizationd units of Smilar importance within
the indtitution. The parent ingtitution should aso provide assurance of its commitment to
continuing support of the cancer center in the event of achange in directorship and havein
place awel-defined plan for this eventudity.

5.3  Organizational Capabilities

The arrangements of the center for the conduct of research and the evauation and planning of
center activities should promote joint activities as well as collaborations and interactions within



and among its programmétic dements. The organizationd arrangements should take maximum
advantage of the parent indtitution’s cgpabiilities in cancer research; thisis a particular chdlenge
in alarge and diverse university or when multiple indtitutions are included. Most successful
centers have externa advisory committees that provide independent input to the center director.
The internal governance of awell-run cancer center generdly includes processes for decision-
making and priority-setting, as well as gppropriate criteria and processes for determining and
sugtaining the membership of individud investigatorsin the center.

Facilities
5.4
Facilities dedicated to the center’ s shared resources, to the conduct of research, and to
adminigrative activities should be agppropriate and adequate to the task. All members of the
cancer center need not be located physicdly in facilities controlled exclusively by the center, but
centers are more successful in etablishing a clear identity if they have aclearly identifigble
physica location. Adequate adminigtrative oversight of facilities providing shared resourcesis
essential.

Center Director
55

The director should be a highly qudified scientist and adminigtrator with the leadership
experience and authority appropriate to the managing of a complex organization. The director
should serve the center and its programs in this capacity on afull-time or asgnificant part-time
basis.

Centers seem to function mogt effectively when the director has the following authorities: ()
Control and periodic review of gppointments of individuals as members of the cancer center.
The ultimate authority for determining which individuas will be productive, contributing
members of the cancer center belongs to the center’ s director. (b) Control of faculty
gppointments to the cancer center and, a aminimum, joint control (for example, with a
department chairman) of recruitments of individuas who are to be members of the cancer
center. © Full or shared control of specific research and resource space and equipment
dedicated to the cancer center; this control provides the independent flexibility to enhance and
devel op the research capability and resource needs of the center. (d) If the center conducts
clinica research, the center director or designee must have the authority to assure adequate
access to both inpatient and outpatient facilities to achieve center objectives.

56 Interdisciplinary Coordination and Collabor ation.

There should be research activity in avariety of disciplines and a high degree of coordination,
interaction and collaboration among cancer center members that enhances the productivity and
quality of cancer research in the center. An actively functioning center promotes cregtive,
innovative, high-qudity, and interactive research opportunities.
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Cancer Center Designations
6.0

All NCl-designated centers satisfy the six essential characteristics outlined in Section 5.0.
NCI recognizes three generd categories of centers.

A comprehensive cancer center has reasonable depth and breadth of research activitiesin each
of three mgjor areas. basic (Part |, Section 7.1), dinicd (Part I, Section 7.2), and prevention,
control, and population-based (Part I, Section 7.3) research AND exhibits a strong body of
interactive research that bridges these scientific areas. In the area of clinical research, a
comprehensive cancer center is encouraged to initiate and conduct early phase, innovative clinical
trials. In order to receive recognition as an NCl-designated Comprehensive Cancer Center, the
center must meet the above scientific requirements as well as provide outreach, education and
information on cancer to the community it serves (See Part 11, Section 6.0).

A clinical cancer center has reasonable research activitiesin clinical oncology, with or without
research encompassing the basic and/or prevention and control and population sciences. Itis
possible for an indtitution to compete successfully for a CCSG with clinica Programs only.
However, when other areas of research are present, they should be linked collaboratively to the
clinica research. A dlinica cancer center is aso encouraged to conduct early phase, innovative
clinica trials and to participate in the NCI’ s cooperative groups as noted above.

The unmodified term cancer center refersto a cancer center having a scientific agenda other than
that of a*“comprehensive’ or “clinical” cancer center. Such centers may have a narrow research
focus such asin basic science, population research, epidemiology, diagnosis, immunology or other
aress.

All three categories of cancer centers above, whatever their designation, receive their primary
research support from sources that utilize NIH peer review or equivaently rigorous procedures.

7.0 Major Research Areasof a Center

A Palicy of Inclusion: The purpose of acancer center isto take advantage of the full range of an
indtitution’s cgpakiilities in cancer research. Ingtitutions having significant and meritorious Programs
intwo or three of the areas above (basic, clinica, prevention / control / population) should,
therefore, include these areasin its cancer center. It is, for example, not acceptable for an indtitution
having both basic and clinica research activities to submit a CCSG agpplication focusing on the
basic or the clinica research areaonly. A mgor test of both inditutional commitment and the quaity
of the center’s leadership is to strengthen al mgor areas present within the indtitution.
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A center’ s scientific activities will obvioudy be tailored to the needs of the particular area of science

but will in al cases be characterized by excellence.
- Basic Laboratory Research
There should be a reasonable breadth and depth of integrated personnel, |aboratory facilities
and financial support dedicated to basic research. Centers should use this base of support to
promote multidisciplinary interactions between scientists engaged in basic cancer research and,
where possible, to stimulate collaborations among investigators in basic and other areas. No
particular organizationd configuration is mandated by these guiddines. In some indtitutions basic
research is carried out in biology groups, others incorporate basic activities within departments
devoted to clinicd, prevention, or population research. The organization should serve the
science and be appropriate for the ingtitution.

Clinical Research

7.2
A grong dlinica research Program will derive significant research support from externa sources
that are peer-reviewed by the NIH standard. Clinica studies should involve relevant [aboratory
research whenever possible. A cancer center should be a mgor source of innovative clinical
studies that can later be exported, for example, to NCI’ s cooperative groups or directly into
generd medica practice. In addition to fostering trandation from the laboratory and conducting
early proof-of-principle clinical trids, it is appropriate and desirable for cancer centersto
participate in mgor national multicenter studies coordinated by the NCI’s clinical cooperative
groups. Thedlinica Programs of the cancer center should provide mechanisms for the transfer
of technology involving the development of innovative clinica protocols, participation in the
development of effective new therapies, and the timely publication of information on advances
in cancer medicine. Research into the psychosocia and behaviora aspects of cancer and its
treatment, as well asinto aspects of disease-related quality of life, the economic assessment of
interventiona dtrategies, and the consegquences of cancer survivorship are entirely appropriate
aress of activity.

7.3  Prevention, Control, and Population Research

Cancer contral research is the conduct of basic and applied research in the behaviord, socid,
and population sciences that, independently or in combination with biomedical gpproaches,
reduces cancer risk, incidence, morbidity, and mortality (NCI Cancer Control Program Review
Group, 1997). Prevention research is directed at healthy populations, including those at high
risk and/or those with detectable precancerous lesions, and cancer survivors (NCI Cancer
Prevention Review Group, 1997).



Cancer prevention, control, and population research includes a wide range of possible
investigationson the genetic, environmenta, and behavioral determinants of cancer
susceptibility, risk assessment, fundamenta biobehaviora mechanisms, behaviord risk factor
modification, the development of improved anaytic and surveillance methods,
chemoprevention, diet, early detection, and survivorship. Intervention research in cancer
prevention and control should be based on afoundation of strong basic, clinica, and
epidemiologic research. It isin this area that centers must demongirate their understanding of
the gpplications of both basic laboratory and clinical research findings to populations in order to
achieve the ultimate god of areduction in the cancer burden.

Outcomes of interest in this area of cancer research include not only preclinicad (e.g.
intermediate markers of carcinogenesis) and clinicd (e.g. incidence of second primary cancers
in survivors), but dso behaviord (e.g. smoking cessation, changes in dietary behavior and
screening adherence), informed decision making (e.g. genetic testing for cancer susceptibility),
psychosocid (e.g qudity of life), and health services outcomes (e.g. patterns of carein
organized health systems and cogt-effectiveness). Programs should recognize the interactions
required between multiple disciplines for effective research in this area. These disciplinesinclude
but are not limited to epidemiology, medicine, genetics, hedlth education, psychology,
sociology, anthropology, economics, biogtatistics, and hedth services research. Thisisthe
research area that allows a center to reach out to diverse communities to assure the impact of
new findings, the communication and dissemination of cancer prevention and control
information is both a responsbility and a subject itsdlf for research.

It is recognized that not every cancer center will conduct research in dl aspects of prevention,
control and population sciences. However, most centers should be able to demongtrate grant
support not only in epidemiologic, but aso intervention research.

The community outreach and education networking and infrastructure of many cancer centers
provides the platform from which to conduct peer-reviewed research that investigates strategies
for improving outreach, education and information dissemination. It should be noted that peer
reviewed, funded research grantsin these areas are digible for inclusion in the center’s
Programs and access to CCSG-supported shared services, like any other competitively funded
research projects of the center.

7.4 Interactions Between Basic, Clinical and Prevention/Control/ Population
Resear ch

A cancer center should feature vigorous interactions across its research areas. It should
facilitate the rgpid trandfer of promising discoveriesin the laboratory to innovative gpplications
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involving patients and/or populations, including prevention, detection, diagnos's, trestment, and
survivorship. It should dso facilitate the opposite movement of unique observations in patients
and populations into relevant |aboratory investigations. Once an opportunity isidentified, a
distinguishing feature of a cancer center isits ability to sustain productive cross-disciplinary
interactions within the center or between dements of the center. Although the comprehensive
cancer center can be expected to have a particularly rich repertoire of interactions across
different areas, al cancer centers should promote collaboration amnong diverse elements of thelr
membership. Productive interactions often transcend indtitutiona boundaries and may involve
outsde academic or industrid organizations. Centers having only basic research components
are encouraged to seek collaborations with clinical units esewhere, with industry, or with the
NCI to facilitate the trandation of fundamenta discoveries into tangible patient benefit.

8.0 Community Outreach, Education and Information Dissemination of Cancer
Centers (Non-research Activities)

The red uniqueness of aresearch-oriented cancer center, particularly one with broad
programs, isits dual capeacity to generate new knowledge and to interact with its communities
to assure that new knowledge benefits people. Thisinteraction may occur in many ways.
Centers assure that medical advances are made available to people as soon asfeasble. The
provison of cancer information within their communities; the establishment of forma programs
for teaching, screening, therapy, or preventive interventions; the participation of center faculty in
science programs for nearby school didtricts; the setting up of satdllite clinicsin underserved
aress - these are afew of the ways that centers may extend their reach to patients, populations,
and professionds that might otherwise not redlize the benefits of scientific and medica
advances. The grong interactions of NCI cancer centers with their communities provide the
networking and organizationa infrastructure required to conduct research aimed at improving
outreach, education and information dissemination (See Section 7.3).

9.0 Resear ch Programs

Goals.
9.1
Cancer centers exist to foster research, in part through the creation of formal Programs. A
Program is the activities of a group of investigators who share common scientific interests and
gods and participate in competitively funded research. Programs by their very nature should be
highly interactive and lead to the exchange of information, experimentd techniques, and ideas
that enhance the individua productivity of scientists and often result in collaborations and joint
publications. Ultimately the success of Programsis measured by the emergence of productive
collaborations. How thisis achieved will vary with the center and the needs of particular
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10.0

Programs. Formd or informd planning meetings, seminars and retreets, developmentd funding
of selected pilot projects, new shared resources, or key recruitments may be effective ways of
promoting increesing levels of interaction.

Selection of Members.
9.2
The sdection of members of a center’s Programs is in some ways the most critica decision
made by the leadership. The functiond and productive Programs that characterize successful
centers are composed of individuals selected for their scientific excellence and, just as
importantly, for their commitment to work together in a scientific community.

03 Characteristics of Programs.

Programs should be of adequate size and scientific quaity, should exhibit a high degree of
interaction, and should be capably led. To insure adequate size and qudity, a Program must
have the equivadent of at least three entire peer-reviewed and funded research projects (e.g., %
RO1,; + % RO1, + % RO1; =300%) from aminimum of three separate, independent
principal investigators in the proposed Program. Peer-reviewed, funded research sub-projects
of larger program grants (e.g., PO1s, P50s) may be counted as separate projects.

The interactive attributes of a Program are shown most convincingly by collaborative research
projects and joint publications. Colloquia, joint seminar series, and other evidence of meaningful
interchange may aso serve to cement interactions around related or common goals. In addition,
effective |eadership providesintelectua stimulation, cohesion, focus, and direction. Specific
definitions of the kinds of projects that may be used to define a Program are given in Part 11,
Section 3.1.1.

Cancer Centersand the CCSG

o1 Relation of CCSG to the Cancer Center asa Whole.

The many functions of a cancer center in the areas of research, patient care, education, and
outreach rely on a diverse base of support including federd, state and loca government, private
industry and foundations, third-party payers, and private philanthropy. Within this very broad
range of activities, the CCSG has a comparatively narrow focus. The CCSG is intended to
provide support to the peer-reviewed research base of the cancer center within the larger
indtitution. Although the CCSG usudly accounts for arelatively smal proportion of a center’s
operating budget, it supports an important part of the research infrastructure, simulates
innovation, and encourages interdisciplinary and collaborative research. The presence of an
effective cancer center dso fosters good patient care through the close association of care and
research. The back-and-forth movement of research findings between basic, clinicd, and
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population research venues distinguishes the research-oriented cancer center from organizations
dedicated only to care and service. Research in cancer centers contributes directly to the
continuous advancement of services provided by the center and its close regiond affiliates and
offers patients options for prevention, diagnosis and treatment that may not be available
elsewhere.

102 Sour ces of Flexibility in a CCSG; Rebudgeting Authority.

More specificaly, the CCSG assgts indtitutions by providing support for the research
infrastructure, such as program leaders, center administration, shared resources and services,
and developmentd funds for new initiatives. Funds for these purposes serve to sabilize the
organization and functioning of a center, provide shared resources that are not attainable
through other granting mechanisms, and provide badly needed sources of flexibility that enable
investigators in a cancer center to pursue new scientific opportunities asthey arise.

Rebudgeting: To enhance the flexibility inherent in these grants, NCI policy permits center
directors consderable authority to move funds between budget areas in response to changing
needs and opportunities. The center director has the authority to increase any area up to 25%
over the level approved by peer review without prior NCI approval, provided that the areas
into which funds are moved were rated no less than excellent by peer review. The rebudgeting
of larger amounts than this, or fund transfers into areas rated less than excellent by peer review,
requires prior NCI approval®. All fund transfers between areas should be included in the non-
competing continuation applications, along with appropriate explanation. At the time of the next
competing renewd, peer reviewers will evauate the judgment of the director in exerciang this
authority for rebudgeting; specifically peer review will examine those transfers between budget
aress that have cumulatively resulted in significant (>10%) changes to awarded budgets (see
Part 11, Section 5.2.9). Competing continuation applications should therefore account for
sgnificant rebudgeting decisons, with appropriate explanations and outcome information for
each.

Shared Resour ces and Services.
10.3
This category provides access to technologies, services, and scientific consultation that facilitete
interaction and enhance scientific productivity. The establishment and support of shared
services for an entire center provides a measure of ability, reliability, cost-effectiveness, and
quality control that would be difficult to achieve otherwise. Center investigators with peer-

2 Center directors are encouraged to discuss with NCI the movement of fundsinto areas rated less than excellent, when doing
so would significantly improve the quality of an areaimportant to the center. The need for prior NCI approval here is not meant

to discourage centers from contemplating such transfers.
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reviewed, funded projects are the primary beneficiaries of al shared resources and services
paid for by the CCSG.

NCI’sintent isthat centers may propose those functions that it wishes to have funded as shared
resources, the center isthen responsible for defending its choices and the associated budget
request before peer review. Examples of shared resources include centralized equipment;
clinical data management and protocol tracking for clinica trids; research-reated informatics,
survey research facilities, genera and specidized animad colonies; radiation facilities and
sarvices, dectron microscope facilities, histology and pathology services; tissue culture; media
preparation; specidized instrument shops, glassware washing; tumor procurement Services,
clinical pharmacology and toxicology; immunology or immunoparameters testing facilities
nucleic acid sequencing/synthesislabs, amino acid anadyss, HPLC fadilities; cdl sorting;
chemica and drug synthesis labs; radioisotope facilities; mass spectrometry labs, and research-
support services such as biosafety, specidized research library services, photography and
illustration, centralized word processing, and others. Thisis obvioudy not an exhaustive list and
it may not even include those resources that a particular center might most keenly wish to
support with CCSG funds.

Biostatistics.
10.4
Thisis ashared resource centra to the misson of many centers, particularly those that perform
clinical or population research. Its centrdity to the entire enterprise implies the need for specid
congderation. Participation by satigticiansin many collaborative activities of the cancer center
iseligible for CCSG support. For example, sdary support is dlowable for participation in
cancer-center pilot projects, for assistance to center investigators in developing research
projects or analyses for publication, and for the development of methodology thet is clearly and
closdly related to the support of specific projects within the cancer center. The CCSG is not
intended to support independent, investigator-initiated research in statistical methodology, for
which statigticians, like other scientists, should be supported by project-specific grants. Nor is
it ordinarily intended to support a significant collaborative role on afunded research project of a
1, for which the statistician should ordinarily be supported by an appropriate time-and-effort
alocation as a collaborator on that PI’s grant. CCSG support may be particularly useful for
unanticipated needs for satistical collaboration arisng in the center. Peer review of a
Biogtatistics unit in relation to a center’ s activities should utilize gppropriate criteria (see Part 1,
Section 5.2.11).

10.5 Oversight of Clinical Research: The Protocol Review and Monitoring System

(PRMYS).

A particularly important function for centersinvolved in clinica research is amechanism for
assuring adequate interna oversight of the scientific and research aspects of itsclinicd trids
program. A cancer center should have a mechanism in place for assuring that its clinica
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resources are engaged in the best way for scientific purposes. This function is complementary to
that of an Indtitutiona Review Board, which focuses on the protection of human subjects. The
PRMS s not intended to duplicate or overlgp the responsihilities of the IRB, nor isit intended
to perform an auditing or data-monitoring function. Its focusis on scentific merit, scientific
priorities and the scientific progress of the clinica protocol research of the center (Part |1,
Section 3.2.7.1).

Clinical tridsthat are part of the center and have passed traditiond peer review have accessto
the CCSG-supported centraized resources, such as protocol and data management and
biogtatistics. Included are protocols supported by the various NIH mechanisms (ROIs, UQls,
U10s, POIs, and P50s). Also included are clinical research protocols approved by the NCI’s
Cancer Thergpy Evauation Program or the Cancer Control Protocol Review Committee, and
those funded through ingtitutional monies and approved by the PRMS. Studies sponsored by
commercid organizations (e.g., drug or device companies) are digible to use these resources,
provided that center investigators have played a mgor role in the conception and design of the
studies and the protocol has been approved by the PRMS. The intent here isto facilitate
interaction with industry for the conduct of innovative studies that result from the scientific
efforts of the center. Studies originating from commercia companies with little or no conceptua
or design input from center investigators are not eigible for support.

Assessing the function and effectiveness of this mechanism is an important job of peer review;,
specific expectations for its organization and functioning are outlined in Part 11, Section 3.2.7.

11.0 Overview of the Processfor Application and Review of the CCSG

Details of the gpplication and review process are given in Part |1, and only generd commentsarein
order here. Because the essentia purpose of a CCSG isto foster excellent science and productive
interactions within ingtitutions that dready have substantid research bases, the gpplication for a
CCSG and the presentations during its review should be focused on demongrating convincingly the
overal excellence of the research base, the extent of the value added to the research base by
CCSG support, and the strength and vigor of the leadership of the cancer center. Supporting
materias should be presented in sufficient detail to convince peer review that al resource requests
are judtified.

Before an gpplication is submitted, staff members of the Cancer Centers Branch may assist
gpplicants by providing advice on arange of matters relating to the Cancer Centers Program asa
whole, funding policies, and strategies for assembling a cogent and persuasive gpplication. In
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addition, dl new, competing, and amended/revised applications requesting $500,000 direct costs
or more must, by NIH policy, contact NCI program staff and obtain prior agreement to accept the
application for review. (SeePart |1, Section 2.3.1)

After submission of the gpplication, the peer-review process is overseen by a scientific review
adminigrator (SRA), located in NCI’s Divison of Extramurd Activities. The SRA’s respongbility
iSto supervise the review process in amanner that ensures a technically competent and unbiased
review. Whilethe gpplication isin review, program staff may serve as aresource to the SRA on
matters relaing to program policies and guidelines, in accordance with NIH policy®.

Because the CCSG isalarge grant, NIH policy stipulates that applications from ingtitutions without
aCCSG (i.e., new applications) should be preceded by NCI agreement to accept the application
for congderation (Part |1, Section 2.3.1). Peer review of al CCSG applications generaly involves
asgtevigt to the gpplicant inditution, followed by consideration of the application and Ste-visit
report by a parent committee. Following assgnment of a priority score and the evauation of the
scientific requirements for comprehensiveness (Part |1, Section 5.2.15) by the parent committee,
action by the National Cancer Advisory Board completes the peer-review process. Final funding
decisions are made by NCl's Executive Committee (EC) in accordance with its plan for the Cancer
Centers Program during each fisca year. Also, the EC will consder a center for comprehensive
designation. If it has met the scientific requirements, the EC requests and reviews a summary
report of the center’s activities in outreach, education and information dissemination and verifies the
goplicant’ s willingness to make this information available to the community it serves and to keep
information accurate and up-to-date (Part 11, Section 6.0); after this review the EC makes itsfina
decision about the awarding of the comprehensive designation to those centers.

Peer Review
12.0

The scientific merit of a center’s proposd is assessed by panels of peers of the applicant. Proper
review of acomplex center - whether a Ste vigts or at the deliberations of the parent committee -
requires participation of excdlent scientigts: individuas with substantia experience, a broad
perspective on cancer research, and a high degree of scientific, organizationd, and adminigrative
sophigtication. Breadth is a necessary component of peer-review groups. some individuas will

come from other cancer centers and will have a view from their own experience on whét is required
for afully successful operation; otherswill participate because of their substantive scientific

3 NIH Manual Issuance #4514 (“Role of Staff at Peer Review Advisory Committee Meetings and Exchange of Information
among Review, Program, and Grant Management Staffs’) describesin detail the policy that appliesto all grant review at the
National Institutes of Health. This document is available upon request from the Cancer Centers Branch.
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expertisein particular areas of research and may come from ingtitutions or departments having
nothing to do with a cancer center. Aswith other investigator-initiated grant programs at the NIH,
the vdidity of the eva uative process rests largdy with the skill of peer reviewers and their
willingness to spend the necessary time and energy assuring that the centers program exigts for the
promoation of scientific quaity. Additional comments about the peer review of center grantsarein
Part 2, Section 5.1.

Before an gpplication is submitted, staff members of the Cancer Centers Branch may assist
applicants by providing advice on arange of maiters relating to the Cancer Centers Program as a
whole, funding policies, and strategies for assembling a cogent and persuasive gpplication. In
addition, al new, competing, and amended/revised applications requesting $500,000 direct costs
or more mugt, by NIH policy, contact NCI program staff and obtain prior agreement to accept the
application for review. (See Section 2.3.1).

13.0 Major Policies on Budget

121 Competing Continuation Applications (Type 2) - Size of Total Request.

After careful consderation, the NCI plansto continue its past policy of not imposing arigid
formulafor limiting the totd Sze of CCSG requests or awards. NCI will continue to alow
centers the flexibility to develop budgetsin relation to the needs of their funded research base
relevant to cancer. Recent analyses show that for NCI centers the median ratio of the size of
the CCSG in relation to the size of the NCl-supported research baseis 0.2. While the amounts
that individua ingtitutions may be able to judtify convincingly to peer review may deviate
sgnificantly from this, aratio of 0.2 serves as a reasonable benchmark to applicants and peer
reviewers on the size of tota requests.

139 Competing Continuation Applications (Type 2) - I ncreases.

There are no redtrictions on the alowable increase in the budget request over the last previous
year. Applicants are free to request any dollar amount that they can convincingly justify to peer
review. The gppropriate size of a CCSG request in any competitive renewa should relate
closdly to the science that it is intended to support. NCI' s ability to pay awarded CCSG at full
recommended levels varies from year to year with the sze of NCI’s congressiond
appropriation. Peer review should scrutinize al budget requests carefully to assure that they
arewd| judtified. Thisis particularly so for applications requesting significantly more than 20%
of theingtitution’ s NCI research base. Asis detailed further in Part |1, peer review will pay
attention to dl budgets in relation to the quality of the underlying science in the center’ sresearch
base.
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Competing Supplement Applications (Type 3).
13.3
Competing supplement gpplications are accepted by the NCI for review and condderation only
under exceptiona circumstances (see Part 11, 2.3.3).  If asupplement gpplication is accepted
by the NCI, no restrictions apply to the budget that may be requested.

13.4 First-Time Applications (Type 1).

Budget requests from a center gpplying for firg-time funding (thisincludes centers that may
have logt funding in the past and are regpplying without a current CCSG in place) should not
exceed $850,000 (direct costs) for the first year (the budget in subsequent years will generaly
receive cost-of-living adjusments)*. Awards may be for 3-5 years, depending on what has
been requested and the resullts of peer review. The cap on the budget request for afirg-time
application islargely predicated on the very limited track record of anewly applying center as
an organizationd entity.

14.0 Funding Palicies

Peer review of new and recompeting applications over the course of afiscd year resultsin arange
of priority scores for gpproved applications. Each year NCI establishes a funding policy for the
centers program that ams to separate gpplications deserving continued funding from those that do
not. Applications with scores meriting funding are paid according to adiding scae that rewards
goplicants in proportion to thelr priority scores. Applications judged not to merit funding will receive
ether no funding (new gpplications) or 1-2 years of phase-out funding at negotiated levels
(recompeting applications). During the period of phase-out, the center will be able to revise and
resubmit an amended application that addresses the concerns of peer review.

The absence of acap to limit the size of individua awards and to control the overdl budget for the
centers program places a particularly heavy respongbility on the peer review process and on
decison-making at NCl accompanying each year’ s funding plan. Peer review will play amgor role
in judging the merit of budget requests and in guiding the decisons of NCI about the funding of

4 Type 1 applications from centers with arecent previous CCSG that has been phased out because of an unfundable priority
score may present situations meriting special consideration. NCI will consider these cases individually as potential exceptions
to the general limitation on budget requests.
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individud grants. Clearly, however, other issueswill factor into the ultimate decision about funding
levels, such as the overdl availability of funds and the need to assure entry of meritorious new
centers into the program. Each year the funding plan for the cancer centers will be discussed and
approved by the NCI’ s Executive Committee.

In years of sgnificant budgetary congtraint, funding plans will spread the impact over the entire
program (non-competing as well as competing grants); this policy reduces the adverse impact on
those ingtitutions that happen to be competing during a difficult year. As funds become availablein
future years, restorations can be considered as appropriate.

While many inditutions have had funded cancer centers for along time, the program has exhibited a
rather significant level of turnover. Sometimes a funded inditution loses crucid dements of its
research base or may lose one or more of the essential adminidtrative or organizationa dements. A
center that haslogt its CCSG may regpply and recompete successfully for CCSG funding once its
deficiencies have been corrected.

The Relationship of Centersto Each Other
15.0

Cancer centers relate to each other in complex ways. They are crucia nodesinthe NCI's
multicenter trials programs in treetment and prevention. In the years ahead, cooperation among
centers will be critical for the success of NCl initiativesin molecular and imaging diagnostics, early
detection, and cancer genetics. Centers aso collaborate with each other to redlize common gods
outside the sponsorship of NCI, as shown by the formation of voluntary consortia of centers and by
joint participation in collaborative studies sponsored by private industry. On the other hand, centers
aso sometimes find themsdlvesin direct competition with each other, particularly when multiple
centers are located in the same geographica area.

As asupport mechanism for a center’ s research base, the CCSG is focused on the individual
cancer center. The extent to which a center’ s investigators use CCSG resources to enhance
collaborations with scientigtsin other ingtitutions will vary with time and from center to center. The
NCI will not require that CCSG resources be utilized to foster specific inter-ingtitutional activities.
Nor do centers have, by virtue of afunded CCSG, implied obligations relating to joint activities
with each other or with the NCI. When NCI wishes to enable investigators to take advantage of
emerging opportunities that would benefit from consortia action, it will atempt to make the
necessary resources available separately. Such opportunities may be in the form of adminigtrative or
compstitive supplements to the CCSG if they are time-limited and within the scope of the CCSG.
On the other hand, if they require substantid sums or along timeframe to accomplish, or if they lie
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outsde the scope of aresearch-oriented infrastructure grant, independent funding vehicles will be
required.
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PART II: GUIDELINES FOR SUBMISSION AND REVIEW OF NEW AND COMPETING
CONTINUATION APPLICATIONS FOR THE CANCER-CENTER SUPPORT GRANT

1.0

2.0

Genera Information

These guiddines outline the National Cancer Ingtitute' s procedures for submission, acceptance, and
review of an application for a Cancer Center Support Grant (CCSG). CCSGs are provided
through the P30 grant mechanism to qudified gpplicant ingtitutions that wish to become NCI-
designated cancer centers and have successfully met a series of competitive standards associated
with scientific and organizational merit. These guidelines should be read in close conjunction with
Part | of this document, which describes the philosophy, generd characterigtics, and mgjor policies
of the Cancer Centers Program. For more information, call or write to:

Chief, Cancer Centers Branch

Office of Deputy Director for Extramura Science

National Cancer Indtitute

EPN, Room 502, MSC 7383

6130 Executive Boulevard

Bethesda, Maryland 20892-7383 (for Express mail use Rockville, MD 20852)
Td:301/496-8531
Fax: 301/402-0181

Submission, Acceptance, and Review of Competing Applications

Eligibility
21
Resear ch Ingtitutionsin the US
211
Not Morethan One CCSG Per Institution
212

The CCSG amsto take maximum advantage of the spectrum of resources available within
a cancer-research community. Because the mgjor purpose of a cancer center isto catalyze
interactions among diverse research groups from different departments, disciplines, and
orientations, different components of an ingtitution should not submit separate CCSG
goplications. Applications are adso accepted from closely collaborating ingtitutions that wish
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to form a center and are submitting a single application. See Part |, Section 4.0 for a
discussion of some of the issues involved in consortia formation.

2.1.3 Research Base

For purposes of digibility an gpplicant inditution must have ar esear ch base of at least
$3,000,000 annual direct costs of peer-reviewed, cancer-related research in the ingtitution
asawhole. If the cancer center isformed from a consortium of ingtitutions (thet is, if
severd different ingtitutions are functioning as full participantsin the center, not as affiliates),
the research base of the center will be the sum of the research bases of the individua
indtitutions making up the center. The criterion for “ cancer relatedness’ is conformity to
the research project Referrd Guidelines of the Nationd Cancer Indtitute, which define
within the NIH the areas of research appropriate for funding by the NCI. A copy of the
Referrd Guidelines may be obtained from the Cancer Centers Branch. For many
inditutions, the minimum requirement of $3M (direct) can be formed entirely from NCI
peer-reviewed funded research. Funding that may and may not be applied toward the
minimum is defined below. NCI gaff will assst with any problems of interpretation.

For Determining Eligibility to Apply for a CCSG

2.1.3.1 Thefollowing sources of support may beincluded:

All Research Supported by the NCI. Thisincludesdl types of grants, cooperative
agreements, and research contracts that support research directly and for which
individuas and/or projects have been peer-reviewed. This includes the following
prefixes: RO1, R0O3, R25, R29, R35, R37, R55, P01, P50, U01, U10, K and F series
awards, R18, NO1, and T32.

Cancer Research Supported by Other NIH Ingtitutes and Funding Organizations. For
purposes of determining the digibility of applicants for a CCSG, it is necessary to
submit information relaing to non-NCl research support only if the applicant' s NCI
support is below the minimum. Grants and research contracts from other NIH
ingtitutes, and grants from the Nationa Science Foundation (NSF) and the American
Cancer Society (ACS) can be included in the minimum if they comply with the NCI
Referrd Guiddines. Awards from other funding organizations thet utilize a peer review
and funding system equivaent to that of the NIH may aso apply toward the minimum;
these funding sources must be approved by the NCI or must dready be on alist of
approved organizations compiled by the Cancer Centers Program. Abstracts should
be submitted to the Cancer Centers Program only for those grants and contracts which
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need to be evauated for compliance with NCI Referrd Guiddines in order to meet the
minimum, cancer-related, peer-reviewed research base.

2.1.3.2 Thefollowing sources of support may not be included:

R13 grants, awards from commercia organizations, and NCI or NIH contracts that
fund primarily the production of materids and/or servicesin support of research.

Limitationsand Dollar Capson CCSG Applications
2.2

TimeLimitations
221
CCSG awards will be for periods of up to five years. Peer reviewers may eect to
recommend shorter funding periods if they believe that earlier evaluation is warranted.
Dollar Ceilingson New (Type 1) Applications
222
A new gpplication is limited to a request for no more than $850,000 in direct costs
in the firgt year (with cost-of-living adjustments in the non-competing years)®. An
actua award will be based on the peer-review budget recommendation, which may
be |ess than this maximum.

223 Dollar Ceiling (Cap) on Renewal (Type 2) and Supplemental
(Type 3) Applications
There are no redtrictions on the alowable increase in the budget request over
the last previous year. Applicants are free to request any dollar amount that
they can convincingly judtify to peer review. The qudity and quantity of
science to be supported by the center and the projected intensity of use for
shared resources should be the primary determinants of the budget request.
Applicants should note below in Section 2.3.2 regarding the specid
circumstances for accepting and reviewing supplementa gpplications.

224 Page Limitations

5 Seefootnote to Part | Section 13.3.
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The CCSG gpplication should be as concise as possible. Page limitations on certain
individua sections of the gpplication are detailed in Part 111, which contains
formatting information for the application. With these limitations, most CCSG
gpplications will be 200-800 pages, depending on the size of the center and the
breadth of research supported by the CCSG.

Submitting the Application
2.3

231 Agreement to Accept an Application

By NIH policy (NIH Guide, Vol. 25, Number 14, May 3, 1996), dl unsolicited
applications - new (Type 1), competing continuation (Type 2), competing supplement and
amended/revised version of the preceding grant gpplication types requesting $500,000 or
morein direct costs must contact the relevant Ingtitute and obtain agreement from Ingtitute
program staff to accept the gpplication for review and consideration of an award. When
the application is eventualy submitted, it must be accompanied by a cover |etter identifying
the Indtitute staff member who agreed to accept the application. This policy requires an
gpplicant to obtain agreement for acceptance of any such application and any subsequent
amendment. In addition, if for any reason, your application is not submitted by the
expected submission date, these procedures will need to be repested for any future
submission date. Because thisis NIH palicy, if your application does not include a cover
letter that contains the required information, it will be returned to you by the Center for
Scientific Review.

By NCI palicy, a center applying for a CCSG must have aresearch base of at least
$3,000,000 (annual direct costs) of peer reviewed cancer-related research (defined in
Section 2.1.3). The potentia applicant should contact the Chief, Cancer Centers Branch, to
receive confirmation of digibility. If the minimum research base cannot be confirmed by a
smple examination of the NCI’ s grants database, then the applicant should provide the
following additiond information: (1) copies of existing documentetion (eg. award
statements) of NCI-supported research projects relevant to digibility (see section 2.1.3.1),
showing the P, grant or contract number, title, direct-cost funded leve for current year and
total award period; (2) copies of existing documentation of all non-NCl-supported
research projects to be used to reach the $3,000,000 minimum, showing 1, funding
agency, identification number of funding agency, title, direct-cost funded leve for current
year, and total award period. Also, copies of existing descriptions of each non-NCl-
supported research projects should be provided.

The Chief, Cancer Centers Branch, will notify the potentid gpplicant in writing that the
applicant is digible to submit a CCSG gpplication and that NCI iswilling to accept it for
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review.
232 Preapplication Consultation (Optional)

At the request of a prospective gpplicant, NCI program staff will schedule a pregpplication
consultation. The consultation should be scheduled well in advance of the due date for
submission and is intended to help the applicant understand the Cancer Centers Program
and discuss drategies for preparing a competitive gpplication. NCI staff will clarify the
intent of the guidelines, discuss funding trends, provide generic information about CCSG
gpplications from smilar indtitutional settings, and describe the peer-review process. The
gpplicant can define which issues would be most hepful to discuss and then work with

NCI program gaff to decide what information is most gppropriate to provide. The
following are examples of itemsthat hep NCI saff understand the plans of firg-time
gpplicants:

A brief description of the background and responsibilities of the cancer center
director and the key senior leaders of the center.

A diagram showing the reporting, programmetic and advisory structure of the center
and how it relates to the structure of the indtitution as awhole.

A brief description of how the center expects to meet the essentia organizationd and
adminigtrative characteristics of an NCI-supported cancer research center.

A brief description of the mgor scientific Programs and the projected |eadership,
participants, and criteriafor selecting Program members, if these are known.
Direct-cost budget estimates (in aggregate, not itemized) for the first year for each
alowable budget category and individua shared resource.

An addendum listing the currently active peer-reviewed research grants, cooperative
agreements and contracts, grouped by the program eements that will form the entire
research base of the cancer center. Typicdly, thislisting will be longer than the
research base used to meet digibility requirements. For each project, the principa
investigator, project title, direct-cost dollars for the current year, and the total
project period (e.g., 05/01/96 - 04/30/01) should be listed.

2.3.3 Supplemental Applications
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2.3.3.1 Competing Supplemental Applications

Competitive supplementa applications are accepted by the NCI for peer review and
funding consideration only under exceptiond circumstances. Because supplementa
goplications are particularly difficult for peer reviewers to evaluate outside the context
of the overadl CCSG, such applications will be accepted only when there are clear and
compelling reasons for doing so. These might include, for example, a fundamenta
change in the parent indtitution of the cancer center, such asaforma merger with
another hedlth care or research indtitution. In al cases, the gpplicant must clearly
edtablish that waiting for the next competitive renewa application cycle would have a
long term affect on the success and/or progress of  the cancer center. Centers wishing
to submit supplementa applications should make a written request to the Cancer
Centers Branch Program Director explaining the exceptiond circumstances. Written
gpprova from the Program Director to submit the supplement is required and will
depend on the following: 1) the strength of the arguments presented in the request; 2)
the ability of the NCI to provide peer review of the request in atimely manner; and 3)
the anticipated availability of resourcesto pay the request should it receive a
competitive score in peer review.

Supplementd gpplications to correct deficiencies noted previoudy in peer review will
not be accepted.

2.3.3.2 Administrative Supplements

Depending upon the availability of funds, the NCI will consder adminidrative
supplements to CCSGs to pursue important, short-term scientific opportunities
that need immediate attention and would not be possible to initiate and sustain
through the normal, competitive grant process (e.g., ROLs).

2.3.4 Evaluation of Comprehensiveness

There are no pecia provisonsin the CCSG application format that alow an applicant
to specificaly gpply for the comprehensive designation. If an gpplicant does not wish
to be reviewed for comprehensive status, then he/she should so indicate in a cover
letter with the CCSG gpplication. Otherwise, the peer review of comprehensveness
will be performed by the parent review committee.

235 Key Datesin the Grant Review and Funding Process
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Pregpplication Consultation* I Sept/Nov I Jan/Mar I May/ul

Application Receipt Date Feb. 1 Jun. 1 Oct. 1
NCAB Mesti ng Sept/Oct Jan/Feb May/June
Earliest Start Date | Dec 1 | Apr1 2y 1

* Optional

If there is any difficulty in meeting receipt dates, NCI staff should be notified in
advance.

2.3.6 Whereto Send the Application

An origina and three copies of the CCSG gpplication should be submitted to the
Center for Scientific Review (CSR), NIH, according to the ingtructions in the Grant
Application Form-398 (5/95) kit. For a new gpplication, this should be
accompanied by a cover letter naming the NCI staff person who agreed to accept
the gpplication for consideration (Section 2.3.1).

In addition, at the same time copies are submitted to CSR, please send two
complete copies under separate cover to the NCI directly; thiswill greetly assst
NCI gaff in scheduling reviews and determining whether additiond information is
needed for the review. The NCI addressis:.

Referra Officer

Nationd Cancer Indtitute

Executive Plaza North, Room 636A

6130 Executive Boulevard, MSC 7405

Bethesda, Maryland 20892-7405 (for Express mail use Rockville, MD 20852)
Tel: 301/496-3428

Fax: 301/402-0275

M odifications After Submission
2.3.7

After grant submission, dl correspondence should be directed to the Scientific
Review Adminigtrator. Minor, unavoidable modifications of the gpplication can be
accepted up to one month prior to the Site visit without compromising the review
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process. Mgor modifications, however, may result in deferra by the SRA to the
next round of receipt and review. Additiond darifying information may be received
between the site vidt and the meseting of the parent committee [the NCI Initid
Review Group (Subcommittee A)]. The decision on whether to accept
modifications of the gpplication or additiona information or to defer the gpplication
resswith the SRA. Generdly, new materia should serveto clarify areas dready
reviewed and not represent mgor changes in the application as written and/or
presented.

2.4 Acceptance of the Application

Upon receipt of an application, the SRA will conduct athorough review of the submitted
materids with attention to the following dements:

24.1 Veifying Eligibility
The firg-time gpplicant should have dready had digibility confirmed by the Cancer
Centers Branch before preparing and submitting a CCSG application. This
determination is not necessary for competing renewas.

Conformity with Guidelines
24.2
Applications should exhibit the generd organizationd, adminigtrative, and operationd
structure of cancer centers and request allowable and appropriate costs as outlined
in these guiddines.

Format
24.3
Applications should be prepared in conformity with the format outlined in Part 111 of
these guiddines to fadilitate review of the submisson. Itisvery muchinthe
goplicant’ sinterest that review of these complex applications be as trouble-free as
possible for peer reviewers.

Completeness of Required Information
244

Both Part [11 of the guidelines and the Standard Cancer Center Information
summaries are designed to assure that an gpplication contains dl of the information
necessary for an objective and thorough review. The gpplicant should assure that dl
essentid information is presented completely and unambiguoudy, so that the quaity
and congstency of the review process is not compromised.

When an gpplication reveds deficiencies in the dements 2.4.2 - 2.4.4 above,
depending upon the magnitude of the problem, the SRA may exercise any of the
following options: (1) request additiond clarifying information or revised materias
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from the applicant; (2) accept for review only those parts of the gpplication that have
been prepared in accord with the CCSG guiddines; (3) defer the application to a
later review cycle; or (4) return the gpplication to the applicant without review. In
addition, peer reviewers retain the option of reducing the merit or not recommending
for further consderation any eement in the gpplication that they do not fed has
adequate documentation to make afull and fair judgment.
Review of the Application
25
Once the gpplication is submitted, at no point in the review process should the applicant
contact any member of the Site-vigt team, the parent review committee, or the Nationa
Cancer Advisory Board. It isaserious breach of NIH policy for the applicant to have
any form of communication with reviewers between submission of the gpplication and
rendering of afunding decison.

251 SiteVist

Generaly, CCSG gpplications are Ste-visited by agroup of experts under the
authority and respongbility of the SRA. Site vistors gather information for find
evauation by the parent committee. Typicaly Ste vidts range from one to two and
one haf days depending upon the Sze and complexity of the gpplication. Revised
gpplications are not necessarily site visited again unless there are subgtantia changes
in the center that require on-ste information gathering.

Parent Committee
252
The Nationd Cancer Indtitute Initid Review Group (Subcommittee A) (NCIIRG) is
a charted review committee of the NIH. After consdering the written report of the
gte vigtors, the expressed viewpoints of NCIIRG members who participated in the
gtevist, and the deliberations of the full committee, the NCIIRG provides afind
merit evaluation and a budget recommendation for the CCSG gpplication in the form
of a Summary Statement, which is provided to the principa investigator as soon as it
isavaladle.

Ad hoc Review
253
Whenever conflicts of interest can be anticipated by the SRA within the usua two-
step peer review system of ste visit and NCIIRG, (e.g., when applications are
submitted from ingtitutions of NCIIRG members), the SRA is obligated to conduct
anad hoc review. Inthese cases, asingle-step ad hoc review isconducted in lieu
of the usual two-step process.
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3.0

254 National Cancer Advisory Board (NCAB)

The NCAB isthefina step in the peer-review process. The NCAB may concur
with al peer-review recommendations, ask for re-review, or make some other
recommendation. NCAB gpprova must precede funding.

Inquiries About the Application
2.6

Before Completion of NCIIRG Review
26.1

After submission of the gpplication and before completion of the Ste vist and the
NCIIRG review, inquiries are directed to the Scientific Review Adminigtrator, who
isrespongble for al aspects of the peer review process.

26.2 After Completion of NCIIRG Review

After the NCIIRG meeting, dl inquiries should be made to the Chief of the Cancer
Centers Branch (CCB) or to the program director in the CCB responsible for
programmatic overdght of the goplication. The Grants Management Specidigt is
aso an important source of information for al pogt-review fiscd matters pertaining to
the grant.

Programs, Budgets, and Allowable Costs

3.1 Programs

A generd description of Programs and how they are expected to function is given in Part
I, Section 9.0. Peer reviewers will be asked to assess the effectiveness of acenter's
Programs and leaders.

Definition of Peer-Reviewed, Funded Resear ch Projectsfor Inclusion
311

in Programs
Peer review as employed by the NIH is the acceptable standard for inclusion of a
cancer-related research project within aforma Program. Peer-reviewed, funded
projectsinclude the following:

¢ Awarded individua research grants, cooperdtive agreements and research contracts
from the NCI. Thisincludesdl awards with the following prefixes. R01, R03, R18,
R25, R29, R35, R37, R55, PO1 subprojects, P50 subprojects, UOL, NO1 research
contracts and peer-reviewed, funded subcontracts of center members participating
in collaboretive research.

¢ Components of Nationa Cooperative Groups (e.g., U10s) funded by the NCI
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(consult the Cancer Centers Program staff to determine which components are
equivalent to separate research projects).

Individua research studies involving protocols gpproved by the NCI Cancer
Thergpy Evauation Program (CTEP) and funded by NCI.

Individua research studiesinvolving prevention and control protocols gpproved by
the NCI Cancer Control Protocol Review Committee and funded by NCI.
Awarded research grants, cooperative agreements, and research contracts from
other indtitutes of the NIH (same prefixes as above).

Awarded research grants from the Nationa Science Foundetion.

Awarded research support from Howard Hughes Medical Indtitute.

Awarded research grants from the nationd office of the American Cancer Society.
Awarded research grants from federa agencies, Sate and private organizations that

meet the NIH standard for peer review. The updated list of eligible organizations
can be obtained from the Chief, Cancer Centers Branch.

Applicants having research support from a funding agency not listed above which
(9)he beieves should be digible for incluson should consult the Cancer Centers
Branch for

information on how to gpply for consideration.

3.2. Allowable Budget Items

The CCSG is intended to provide reasonable codts for a greet variety of activities that
are clearly related to the research needs of the cancer center. The mgjor categories of
dlowable cogs indude the following:

291 Salariesfor Senior Leadersand Program Leaders

Individuas in pivota |leadership positionsin the center are digible for salary support
for the time and effort they devote to its research activities. They should be in place
and committed to a defined percent effort commensurate with their duties and
respongbilities. The accompanying narrative describing the role and function of
requested personnel should clearly judtify the stated percent effort, whether or not
saday isrequested.



3.2.2 Salariesfor Staff Investigators

Members of the center who have proven research track records and are clearly
important contributors to the interactive programmetic activities of the center may
receive sdary from the Staff Investigator budget for their specific rolesin the center.
To qudify, an individua should () play adefinable and specid role in heping the
center achieve its objectives that go beyond the activitiesimplied by hisher own
research support per sg; (b) bea Pl or co-Pl on at least one peer-reviewed and
funded research-project award whose review conforms to the NIH standard (see
Section 3.1.1).

Peer review of the uses of Staff Investigator funds should include consideration of
the specid importance, as described above, of supported individuas to the center
and whether the budget alocation to these individuas is commensurate with the time
and effort on these activities that are not supported by other awards.

Planning and Evaluation
323
Codgts of planning and evauation might, for example, include support of awell-
qudified externd advisory committee; the use of ad hoc scientific and technical
consultants when appropriate; a seminar series, when the speskers or invited
participants clearly serve as consultants for the center’ s scientific or administrative
activities, as documented by agendas and/or written eva uations; retreats designed to
dimulate interdisciplinary research opportunities; and/or the conduct of regular
assessments of research progress, interactions, membership participation, etc. by the
senior leadership of the center. Costs for interna evaluation and priority setting
processes (e.g., committees, etc.) extend only to the special roles of senior leaders
and Program leaders of the center. Often the use of developmenta funds (see
below) is guided by the planning and evauation activities of the center.

324  Developmental Funds

Up to 25% of afirg-year CCSG budget may be devoted to this category. The
developmental funds of the CCSG may be used in four ways: (a) new recruitments;
(b) interim research support; (c) development of new shared resources, and (d) pilot
projects. Developmenta funds do not pay specificaly for training (but see Sections
3.2.4.1 and 3.2.4.4). They are not intended as sdary support for Program leaders
(Section 3.2.1), but they may fund the salaries and research costs of individuas
recruited to the center specificadly for their scientific expertise.

Developmenta funds may be administered flexibly by the center. In most centersthe
funds are held centrdly, and the director is responsble for their use. Alternatively or

35



in addition, adirector may choose to alocate part or al of this part of the budget to
individual Programs for discretionary use by the Program directors in a manner
consstent with the preceding paragraph.

Peer review of this part of the application will be based upon the soundness of the
plan for use of the funds in each category selected and, when gpplicable, the
demondtrated track record of the center during the previous grant period in
effectively usng such funds. Careful records on the deployment of developmentd
funds, the rationale for these expenditures, and an assessment of their consequences
should be assessed by peer review at each competitive renewa. The use of
developmenta funds alocated to specific Programs should be judged by peer
review according to the same criteria as funds administered centrally.

3.2.4.1 Newly Recruited Investigators

The purpose of this category isto promote new recruitment into independent
cancer research at the ingtitution; judicious recruitments of this kind can be
expected to enhance the overal research strength of the center. Eligibility
therefore includes: (1) Investigators newly recruited from outside the parent
indtitution; in this case developmenta support usudly begins at the time of or
very soon after arrivd a the grantee inditution. (2) Investigators ingde the
inditution who, whether junior scientists or well established in other scientific
aress, are entering the field of cancer research as independent investigators for
thefirg time.

Developmenta funds are not intended for support of training per se but may be
used for recruitment packages that include any of the staff needed (e.g.,
technicians, graduate students, postdoctord fellows) to initiate the research
program of anew investigator. Development funds are not for the support of
established cancer researchers dready within the indtitution (for example,
principa investigators on RO1s or subproject leaders on PO1 or P50
multicomponent grants from the NCl).

The duration of support from these funds should not exceed three years. This
category should provide temporary support permitting a new cancer investigator
a theinditution to etablish hisher scientific activities a the new center and
achieve independent funding.

Competing renewa gpplications should include an explanation of how
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developmenta fundsin this category were used in the previous competitive
segment (previous 3 to 5 year grant period), pecifying which investigators and
projects were supported, the rationae for recruiting these investigators relative
to the needs of the center, and to what extent these investigators were
subsequently successful in attracting independent research support and/or
production as evidenced by research publications.

The CCSG gpplication should identify the kinds of individuds the center plansto
recruit as part of its future plans for developing the center, but it does not need
to specify particular individuas or research plans.

3.2.4.2 Interim Salary and Research Support

The intent is to permit the center director to provide partia support for up to 18
months to an investigator who has a reasonable probability of regaining
independent research support in the near future. This mechanism is not intended
for support of individuas who are having chronic difficulty with peer-review
grant support and for whom permanent inditutiond funds are not available.
Interim salary and support may be provided whether or not some of the sdary
was funded by the CCSG in the Staff Investigator category. The CCSG
gpplication should include a description of the process and the criteria used to
seect invedtigators for interim support. The use of interim salary and research
support is to be reported to NCI in each non-competing continuation
application. At the time of the next competing continuation, peer review will
examine the uses of the interim support category and the success that individuals
supported from this category have had in regaining peer-reviewed grant support.

3.2.4.3 Development of New Shared Resour ces

Developmenta funds may be used to help develop new shared resources
whenever the center recognizes the need. If funds are to help build new shared
resources during the grant period, they should be included in the devel opmental
funds budget category. If the resources are sufficiently developed to be
proposed and reviewed as established resources, they should be proposed
under the shared resources category.

3.2.4.4 Pilot Projects

Developmenta funds may be used for pilot projects or feasibility studies
preparatory to the development of an gpplication for independent peer-reviewed
support and/or to take maximum advantage of a unique research opportunity or
idea. Such projects, for example, may explore anew direction for a Program,
nurture an epecidly innovative idea, explore an unconventiona hypothesis,

37



encourage cross-disciplinary trandationd research, refine a methodology, or
develop new methodology. Pilot projects may be awarded to either new or
established investigators. The support of pilot projects or feasbility studies
should be of rdatively short duration (e.g., 1-2 years), depending upon the
nature of the research.

Many inditutions have particular difficulty supporting smal, hypothesis-driven
early dinicd trids of an exploratory nature that have no grant support of their
own. See Section 3.2.8 (Protocol-Specific Research) for how the CCSG can
be used to support these types of studies.

The center should have defined processes and criteriain place for awarding the
use of Developmenta Funds for pilot projects. The CCSG application should
contain adescription of the process by which the center identifies high-quality
proposas from investigators and the procedures and criteria by which the
proposas are reviewed, funding decisions made, and projects monitored to
ensure effective use of pilot-project funds. Projects should be identified with a
title and awarded to an individua investigator. Renewa CCSG applications
should supply information about the outcome of dl projects supported by the
CCSG through the pilot-project mechanism
Center Administration
325
This category includes the costs necessary for central administration of resources
and services required for center research activities, fisca management of the center,
and reporting activities thereof. Because adminidrative structures differ from center
to center, the requested support should be explained and justified with some care.
Requests for administrative support may include an gppropriate percentage of the
sdary of the chief adminigtrator, support saff for senior personne, costs for
supplies, etc. Examples of non-allowable costs include non-research educationa
activities, public rdations, fund-raising, and grant preparation.

These costs may not duplicate services normally supported through indirect costs.
For university-based centers, these costs may not replace functions and services
normaly provided by the inditution to other comparable research units of the
ingtitution (e.g., departments). For freestanding cancer centers, the CCSG should
not pay the codts of operating an indtitution and/or hospita or, more generaly, for
management of those activities and functions that are reasonably regarded as
inditutiona responghilities. In the event of ambiguity or disagreement about whet is
“reasonable,” center directors should be prepared to explain to reviewers why
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certain requests should not be the responsbility of the indtitution.

Shared Resour ces and Services
3.26
The CCSG may pay for research costs associated with centralized shared resources
and sarvices. These codts are therefore not directly identified with specific research
grants; indeed, except for support of pilot projects with Developmenta Funds (see
Section 3.2.4.4), CCSG funds are not intended to support research activities
dedicated to project-specific functions, which are paid for by research project
grants. In the case of matrix centers, support for shared resources or services may
be requested from the CCSG if they are not normaly provided by the inditution to
departments or other components of the ingtitution comparable to the cancer center.

3.2.6.1 Usersof Shared Resources and Services

The primary users of shared resources and services are cancer-center
investigators with peer-reviewed, funded projects, thisis the standard that
assures that CCSG funds are being expended to support high-quality research.
However, there can aso be some access by others at the discretion of the center
director. Thisuse should be justified by contributions to the overdl objectives of
the center in cancer research. To the extent that statementsin these guiddines
apply to shared resources, they only apply to the proportion of aresource or
service that is paid for by the CCSG; NCI clearly recognizes that most or al of
these shared resources derive a portion of their operating costs from other
SOUrces.

3.2.6.2 Operational Coststothe CCSG

There is no standard approach that appliesto al shared resources and services.
There are dways specia consderations depending upon the characteristics of
the indtitution, the technica or non-technica nature of the resource, and the
proportion of the resource paid for by sources other than the CCSG. Since the
primary costs of research are supported by the peer-reviewed, funded grants
and research contracts of the center, the CCSG applicant should consider the
following generd concerns in developing budgets for shared resources and
sarvices: (1) the need for the resource relative to the current and future peer-
reviewed research activities of the center; (2) the current and projected use of
the resource by multiple investigators, (3) making the resource supported by the
CCSG as cog-efficient as possible; dso, ascertaining that the resourceis ill a
cogt-effective center expenditure in comparison to other options (e.g., purchase
orders or contracts to an outside vendor); (4) maintaining stability of the
operation; (5) maintaining the qudity of the service; (6) assuring accessibility of
the resource or service to qudified member-investigators, (7) including the
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critical consultative role performed by experts who direct selected shared
resources, and (8) the proportion of the total resource operation paid for by the
CCSG relative to other sources.

In generd, the CCSG provides sdary sability for the "fixed" costs associated
with key personnd operating the resource and providing consultative services, as
well as minima supplies; "variable' costs should be supported by user fees or by
other sources. Theratio of the fixed-to-variable costs will depend upon the
frequency of use of the resource, as some resources will be more self-sustaining
than others and will cost the CCSG less, and aso upon whether the serviceisa
support function (e.g., glass washing, media preparation), or whether it provides
access to expertise and technology (e.g., DNA sequencing, transgenic mice), or
to collaboration (e.g., biogtatistics).

3.2.6.3 Peer Review of Shared Services

The ultimate judtification for any shared resource isthat it supports excellent
science. Because this category contains an enormous range of resources and
activities, there is no sengible way to stipulate what kinds of information should
be collected and presented for peer review. Considerable latitude must be
accorded applicants in making their case for support of aresource to peer
review; gpplicants should make the

case for each shared resource in a manner that makes sense for that resource.
Anindividua core should be evduated in sraightforward terms: (1) Does it
support excellent science? (2) Does it ddiver a high-quality product in a cost-
efficient manner? (3) Isthe budget request well supported in terms of the amount
and qudlity of the service provided?

Recor dkeeping: Appropriate records of use should be maintained for each
shared resource and service. The nature of this documentation depends on the
resource or service and is not specified in these guiddines. These records
should be avallable a the time of the Ste vist. The Principd Investigator should
provide sufficient information to peer review that reviewers can judge utilization
adequately. Because reviewers ability to judge a budget request depends on
information on past and projected intengity of utilization by the scientists for
whom the resource is intended, the gpplication should provide documentation
on: (1) the use of the shared resource by cancer-center investigators with peer-
reviewed, funded research projects; this should include alist of each investigator
using the service and estimates of usage per investigator (attribution of usageto
specific grantsis not necessary); (2) the estimated tota capacity of the resource
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if it were operating full-time at 100% capacity, and the totad output or
productivity of the shared resource over arecent 12-month period; and (3) the
proportion of the total usage representing use by cancer-center investigators with
peer-reviewed, funded research projects.

3.2.6.4 Public Health Service (PHS) Policy Relative to Program Income

Aswith dl other grantsissued by the PHS, if incomeis redized from grant-
supported activities (e.g., from CCSG supported shared resources), thisincome
must be reported in the budget/financid statements accompanying annua
progress reports and on the annua financial status report. In accordance with
PHS Grants Policy, the “additiona cogt dternative’ will apply to the first
$25,000 of program income. Unless gpproved for use otherwise, program
income in excess of $25,000 will be deducted from the next year's award.

Protocol Review and Monitoring System (PRMYS)
3.2.7

The purpose of the PRMSisto review the scientific merit, scientific priorities and
scientific progress of the clinica protocols involving cancer patientsin the cancer center
facilities. The PRMSis not intended to review protocols deding with heglthy human
subjects and the population sciences, e.g., genetic epidemiology studies.

3.2.7.1 Elements. The PRMS should have the following dements:
(1) aqudified review and monitoring committee of sufficient sze and
breadth of expertise to conduct a criticd, fair scientific review of
ingtitutiona clinical research protocoals (involving cancer patientsin the
cancer center facilities); (2) clear criteriafor scientific review which
take into account the specific rationae, study design, duplication of
studies dready in progress el sewhere, adequacy of biostatistica inpu,
and feagbility for completion within a reasonable time frame; (3) clear
criteriafor determining whether ongoing research is making sufficient
scientific progress, including adequate patient accrud rates; (4) a
mechanism for overseeing the prioritization of competing protocols and
thus for insuring optima use of a center’ s clinical resources for scientific
purposes, and (5) authority and process for initiating, monitoring and
terminating al cancer clinical research protocolsin the center. The
PRMS isresponsble for periodic review of scientific progress, i.e, the
gods of the study and adequate accruas. This respongbility does not
include auditing or data monitoring.
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3.2.7.2 Application. The CCSG gpplication should specify the
falowing: (1) membership of the internd review committeg; (2) internd
guiddinesfor reviewing and monitoring research protocols; and (3) a
listing of dl active protocols (with accruas to date) and new protocols
requesting access to CCSG shared resources.

3.2.7.3 Review. The peer reviewers of the CCSG application will
review thisinformation at the Ste visit and will sdect arepresentative
sample of the listed protocols, specified in advance of the Site vist, for
detailed review.

3.2.7.4 Recommendations. The reviewers may recommend ether gpprovd,
conditiona approva or disgpprova of the PRMS. If disapproved, indtitutiona
protocols that have not been reviewed by outside mechanisms (such asthe CTEP or
the DCPC Protocol Review Committees) may not have access to the CCSG-
supported shared resources. In cases of conditiona approval or disapproval, the peer
review will articulate clearly in the Summary Statement what steps or changes are
needed for full gpprova, dong with any recommendation for options and timing of re-
review by the NCIIRG.

3.2.7.5 Budget. Because of the importance of maintaining a sable, effective scientific
evauation and monitoring function for clinica protocols, the budget request to support
the PRM S may include appropriate personnel, administrative support, and supplies.

3.2.8 Protocol-Specific Resear ch
The CCSG will support up to 3 FTEs for any combination of data managers or

research nurses dedicated to pilot/phase | clinicd trids. The intent of these positionsis
to provide the cancer center with astable core of expert staff highly qudified to take
part in the conduct and completion of innovative, short-term feagibility studies
originating from the center’s Programs. These studies can form the basis for grant
support or for phase Il and 111 studies supported by NCI cooperative groups or
industry. Oversight of this budget should be provided by the leadership of the cancer
center. These positions cannot be funded until the center's PRM S (Section 3.2.7) has
been approved ether by peer review or by subsequent staff review after peer-review
concerns are met.

3.2.8.1 Application. The application should provide specific information thet
demongtrates the need for these positions based on a clear track record or a
convincing projected activity. The gpplication should describe the process for the
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assgnment and oversight of the research nurses and data managers supported by
these funds.

3.2.8.2 Review. Peer reviewers will examine the number, quality, and scientific
content of pilot/phase | studies conducted and projected by the center and the
adequacy of the process for prioritizing, assgning and overseeing the requested
research nurses and data managers.

3.2.8.3 Rdation to Industry Support. Guidance is the same as for the use of

other shared resources for clinical trias (see Part |, Section 10.5).
. Some Restrictions on Allowable Budgets
The CCSG is not intended to duplicate or replace costs normaly included in the
ingtitution’ sindirect cost base or various services and benefits normaly provided by the
indtitution (e.g., purchasing services, personnd services, and other ancillary services) in
support of other research organizations (other centers, departments, ingtitutes, etc.). In
generd, CCSG funds should not be used to compensate for NIH/NCI administrative
reductions of active research grants, cooperative agreements, and contracts. Signatures
by the principa investigator and the business officid on the face page of the CCSG
application officialy attest that dl of the requested costs comply with these conditions.
CCSG funds may not be used to pay for shortfalsin funded research projects due to
overexpenditures on the funded project or NIH reductions in awards.

NIH Policies Governing Conduct of Clinical Trials
4.0

4.1 Incluson of Women and Minoritiesin Clinical Trials (NIH Palicy)

The provison of clear documentation about the accruad of women and minoritiesin clinicd trias
isessentid. If the gpplication is not approved in this respect, a grant award cannot be issued
until a corrective plan and adequate response to the critique is submitted and approved by NCI.
Under the NIH palicy, clinica research is defined as "NIH-supported biomedicd and
behaviord research involving human subjects™ The policy stipulates that: "women and
members of minority groups and their subpopulations must be included in al NIH-supported
biomedica and behaviora research projects involving human subjects, unless aclear and
compeling judtification establishes to the satisfaction of the rlevant NIH ingtitute director that
incluson is ingppropriate with respect to the hedth of the subjects or the purpose of the
research.”



When the reviewers evduate the section of the gpplication on the incluson of women and
minoritiesin clinica research, they will consder whether the accrud of women and minoritiesto
thergpeutic trids is proportionate to the generd cancer patient population (nationdly) and to the
cancer patient population in the cancer center's primary catchment area. Reviewerswill
evauate accrud to nontherapeutic trids separately usng smilar criteria. Although accrudsto
both thergpeutic trids and nonthergpedtic trids are important, one does not subtitute for the
other, and therefore the data for each type will need to be presented and assessed separatdly.
When thereis substantia under-representation, the adequacy of the ingtitution's policies, specific
activities and corrective plan that together condtitute a "good faith effort” become criticd in
convincing peer reviewers that the indtitute is serious about addressing the problem and is
investing the appropriate effort to correct underaccruas. In addition, if the population of the
catichment area of the cancer center has limited ethnic diversity, it will be important to discuss
what the inditute is doing to broaden the ethnic diversty of itsclinica trid accruds, Sncethe
am of thispolicy isto assure that the results of clinical research are generdly gpplicable.

For the purposes of these guiddines, the definition of racia and ethnic categories as stated in the
NIH palicy for incluson of women and minoritiesin dinical sudieswill be used. The definitions
are: (1) Minority Groups. American Indian/Alaska Native; Asan /Pecific 1dander; Black/not of
Hispanic Origin; and Hispanic. (2) Mgority Groups: White/not of Hispanic origin.

4.2 Inclusion of Children in Clinical Trials (NIH Palicy)

It isthe policy of NIH that children (i.e, individuas under the age of 21) must beincluded in all
human subjects research, conducted or supported by the NIH, unless there are scientific and
ethical reasons not to include them. This policy gppliesto dl initid (Type 1) applications
submitted for receipt dates after October 1, 1998.

All invedtigators proposing research involving human subjects should read the "NIH Policy and
Guiddines on the Incluson of Children as Participants in Research Involving Human Subjects’
that was published in the NIH Guide for Grants and Contracts March 6, 1998, and is
avallable at the following URL address:

http:/Avww.nih.gov/grants/guide/noti ce-files'not98-024.html.

As part of the scientific and technical merit evaluation of the research plan, reviewers will be
instructed to address:

--Adequacy of plans for including children as appropriate for the scientific goas of the research,
or judiification for excluson.

Issues related to the implementation of this policy should be referred to the Director, OEP,
OER (435-2768).




Peer Review Criteriafor Competing CCSG Applications
5.0

General Guidance
51
Overview. Therole of peer review isto assess the extent to which the center has promoted
and/or islikely to promote excellence in research that may lead to areduction in the
incidence, morbidity, and mortdity attributable to cancer. Successful applicants will come
from indtitutions with strong research bases in cancer-related science. They will
demondtrate to the satisfaction of peer review that their center adds tangible vaue to the
research base dready in place within the inditution, and that the six essentid dements of an
NCI cancer center are present. Successful candidates for the comprehensive designation
will demondrate that scientificaly excellent and well-integrated Programs are in place in
each of the three mgor research areas and that healthy interactions between these areas are
evident. Reviewers will aso evaduate how well the center’ s leedership, organization, and
processes for development and eva uation have facilitated scientific productivity,
strengthened the indtitution’ s research capabilities, and enabled its investigators to take
advantage of scientific opportunities over and above what would have likely taken placein
the same indtitution without the CCSG. It is up to the center director, as principa
investigator of the gpplication, to marshdl the evidence in support of the effectiveness of the
center.

Reviewing Science in the CCSG. Science, not process, should be the particular focus of
the review. Even when elements of organization and process are to be evauated, such as
the essentid organizationa eements or the ways in which flexible funds are utilized, the
touchstone of success should be the scientific judgment behind or consegquences of
particular actions or decisons. Note that, in the context of a CCSG review, assessment of
scientific qudity differsimportantly from the familiar peer review of individud grants. Itis
not, for example, the role of peer review to re-examine in detall individua projects that have
aready received fundable priority scores. Rather the scientific review of a CCSG should
seek to address two mgjor issues:

What isthe overdl qudity of the science going on in the center and its Programs? What has
been the overdl qudity of the contributions by the center to the advancement of cancer-
related science?

What impact has the center itsdf had (or isit likely to have) on the qudity of the science, the
productivity of the scientists, and the interdisciplinary activities of the inditution relating to
cancer?



Thus reviewers are asked to assess the extent to which the cancer center adds value over
and above what one might reasonably expect from the separately funded research efforts
themsalves. Have the scientific Programs been assembled and members of the center
sdected in athoughtful manner that resultsin coherent Programs and maximizes the
presence of the best cancer-related science in the parent ingtitution as awhole? How do
the different cancer-related scientific thrusts in the parent inditution actudly fit together in
the center? From the science presented at the Site visit and in the gpplication, reviewers
should assess whether the choices for center membership made by its leaders have resulted
in agroup of excdlent scientists who are dso committed to productive interactions with one
another. Exactly how the gpplicant decides to convince the peer review process that the
center isa scientific success is not stipulated by these guiddines; the responsibility for doing
thislies squarely on the shoulders of the CCSG's principd investigator.

Assessing Merit in Face of Ingtitutional Variation. The peer-review process will need
to reckon scientific merit and the value-added feature of centers across a greet variety of
inditutiona settings. In any particular year samdl inditutions compete directly with very large
ones, centers organized only recently againgt some that have existed for decades; and
indtitutions that have only just assembled research groups againgt some of the most
distinguished cancer-research organizations in the world. In the presence of such diversty,
NCI encourages peer review to recognize and reward scientific excellence in the variety of
formsit may take. The great scope of cancer research and the non-restrictive nature of
CCSG requirements should make it possible to congtruct scientificaly excellent centers
around very diverse themes. It should also be evident that scientific excellence is not
synonomous with large size. Reviewers should be prepared to reward those centers that
have been able to create something excellent from a science base of modest magnitude.
Smadl indtitutions with limited interna resources may choose to concentrate effortsin afew
gpecidized areas and to develop alimited number of Programs that attempt to capitalize on
particular scientific srengths or the availability of specid populations. Focusng in thisway is
to be applauded, provided, as dways, that the qudity of the science is excdllent.

The Focus on Resear ch. The CCSG supports directly only those functions and sdaries
relaing to research. In each component of the gpplication, therefore, reviewers should
evaduate which functions are pecificaly relevant to research, as opposed to those functions
which relate to indtitutiond respongihilities of any academic organization or free-standing
ingtitution. Specificdly, with respect to salaried pogtions for scientific leadership, reviewers
should distinguish those responsibilities that pertain directly to the conduct of cancer
research and are in support of the center from responsihilities that would exist within any
ingtitution regardless of the presence or absence of a cancer center.



Rewar ding Risk-taking. The CCSG as awhole focuses on the peer-reviewed scientific
base of a center, and many of the important parameters that define the CCSG arerelated to
this. By definition, however, much of the building of new strength of a center comes from
engaging and assgting reatively junior or inexperienced individuas. Developmenta funds
provide a center director with a powerful and flexible means of taking chances on people or
projects for which success is not guaranteed. Many shared services can dso functionin this
way and exert some of their most positive impact by educating investigators and enabling
them to attempt things they would not otherwise have been able to do. For example, the
role of ahighly interactive biogatistics group in promoting the ability of investigetorsto
formulate better clinical protocols or submit better grant proposals or better publications
may have congderable impact on the qudity of an inditution’s science. Thisis*“vaue
added” in the best sense.

5.2 Specific Issuesfor Review.

To assure gringent and fair review across the diverse range of inditutions gpplying for
CCSG support, NCI provides the following specific review criteriafor reviewersto
consder in evauating the merit of the CCSG application and its key sections.

NOTE: Appropriateness of the budgetary request in relation to the research and/or services
provided appliesto dl items below for which budget is requested.

5.2.1 Scientific Quality of Each Program ©
(merit descriptor for each Program)

C overdl scientific qudity of the Program

C judicious and justifiable selection of members of the Program, based upon
evidence of participation in the Program

C vaue added by the Program to the research efforts of its membersin
promoting interdisciplinary and/or trandationa research

C appropriateness of percent effort for Program leaders
C effectiveness of Program leaders

5.2.2 Overall Quality of the Programs
(merit descriptor)

®Refer to Part |, Sections 6.0 and 7.2 when evauating the clinical research of the center.
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C overdl stientific qudity of the Programs
C value added

5.2.3 Essential Characteristics of the Center
(merit descriptor for each)

5.2.3.1 Cancer Focus

adequacy of the cancer research focus, as judged by the content of the
Programs and by the research support and publications of center members

5.2.3.2 Ingitutional Commitment

C the extent to which the indtitution has met prior commitments and provided
(or plansto provide) resources to insure that the center can fulfil its objectives
C adequacy of the forma organizationd status of the center and its director

within the inditution thet insures the center’ s sability and fulfillment of its
objectives

C the adequacy of theinditution’s plan to ded with achangein the
directorship of the center

5.2.3.3 Organizational Capability

c effectiveness of the center’ s organization in taking full advantage of the
inditution’ s cgpabilities in cancer research and in fostering scientific interactions

c adequecy of the center’ s procedures for salecting new members and
maintaining membership datus

5.2.3.4 Facilities

c adequacy and suitability of the center’ sfacilitiesin relation to its activities
and objectives



5.2.3.5 Center Director

scientific and adminigrative qudifications and experience of the director in
relation to the center’ s research activities and objectives

appropriateness of the director’ s time commitment to the center’ s research
activities

adequacy of the director’ s authority over and effectiveness of the director’s
management of center’s space and research resources

adequecy of the director’s authority over and effectiveness of the director’s
management of appointment of new members and discontinuation of existing
members

adequecy of the director’ s authority over and effectiveness of the director’s
management of new appointments to the faculty to enhance the research
objectives of the center

in centers with clinical research activities, the adequacy of the director’s

authority to assure access to inpatient and outpatient facilities to achieve center’s
objectives

5.2.3.6 Interdisciplinary Coordination and Collaboration

extent to which interdisciplinary activities between/among Programs have
added vaue to scientific activities relating to cancer research in the inditution

leve of trandationd activities within the center, including the effective
movement of discoveries from the [aboratory into clinical and population
research activities, aswel as the movement of observationsin clinicad and
population studies back into the |aboratory

5.2.4 Senior Leadership
(merit descriptor)

qudlifications and effectiveness of each senior leader in rdation to hisher rolein the
research activities of the center

appropriateness of the time commitment of each leader in relation to needs and
objectives

5.2.5 Planning and Evaluation
(merit descriptor)
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¢ dfectiveness of externd and internd advisory and evduation activities on the
development of the center’ s scientific activities

5.2.6 Developmental Funds
(merit descriptor)

¢ soundness of the plan and of the judgment exercised in use of developmental
funds, taking into account all categories (Sections 3.2.4.1-3.2.4.4) for which
Developmenta Funds were used

¢ ovedl efectiveness of the use of developmenta funds (successin gaining or
regaining independent support, scientific productivity of pilot projects, etc.)

5.2.7 Protocol Review and Monitoring System
(approve, conditiondly approve or disapprove)

C appropriateness of the compostion of the review committee relative to its
respongbilities and scientific expertise
C appropriateness of the criteriafor scientific review and decison-making

¢ efectiveness of the committee in monitoring the conduct of clinica protocols for
scientific progress, e.g., the gods of the sudy and adequate accruas, overseeing
the prioritization of competing protocols, and closing those that are not performing
adequatdly.

5.2.8 Protocol Specific Research
(merit descriptor)

¢ the appropriateness of the percent efforts requested for data managers and/or
research nurses as these relate to the qudity, innovation and extent of pilot/Phase |
studies conducted and projected by the center.

¢ theadequacy of the process for setting priorities in the assgnment of these research
nurses and/or data managers and for overseeing the progress of the research.

5.2.9 Rebudgeting Authority of the Director
(merit descriptor)



C judgment of the director in exercising authority for sgnificant (>10% changein any
category) rebudgeting of funds from one category to another (see Part 1, Section
10.2), in response to changing needs and opportunities

5.2.10 Shared Resources and Services
(merit descriptor for each resource)

¢ qudity of the science the resource supports
¢ quality of the product and cogt-€fficiency of the service

¢ judification of the budget request in terms of the amount and quaity of the service
provided

5.2.11 Biostatistics
(merit descriptor)

¢ qudity of biogatigtica consultation and collaboration with other center investigators,
as reflected by andyses of ongoing research, collaboration in planning of research
projects and preparation of publications, protocol development, participation in
PRMS, and other relevant measures of participation in center activities

¢ appropriateness of time and effort relating to activities of the center

5.2.12 Administration
(merit descriptor)

¢ qudifications and effectiveness of gaff in providing centralized adminigtretive
sarvices important to the research activities of the center

5.2.13 Staff Investigators
(for each individua requested: approve, lower percent effort, disgpprove)

¢ proven record of accomplishment

¢ importance to the center and contribution to its scientific activities with respect to
gpecid role in achieving center objectives beyond own research support

¢ extent to which the investigator’'s record of scientific productivity and contributions
to the center justify the request for support
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5.2.14 Minority and Gender
(approval, disgpprova)

C appropriateness of the accrua of women and minorities to thergpeutic and non-
thergpeutic clinicd trids in proportion to the patient population nationaly and within
the center’ s cachement area

¢ when accrud isinadequate relaive to these measures, the adequacy of the center’s
plan in demondtrating a good-faith effort to improve performance

5.2.15 Comprehensiveness (role of the Parent Committee)

¢ adequacy of the depth and breadth of basic, clinical and prevention, control and population
sciences to meet reasonable scientific requirements for comprehensiveness

¢ evidence of grong interactive collaborations bridging these sciences

5.2.16 Overall Merit Rating of the Cancer Center
(merit descriptor)

C value added

5.2.17 Overall Budget Recommendation

If after evduating al individua budget requedts, reviewers believe
that the total budget is excessve rdative to the overdl quality of
the science in the center, reviewers may recommend asingle cut in
the overal budget without identifying specific areas for reduction.

6.0 Comprehensiveness

Although there is no separate section of the CCSG application dedicated to
comprehensiveness per se, the determination of whether a cancer center will be
designated as "comprehensive' by the NCI isatwo-step process. Thefirst gepisa
determination by peer review that the center fulfills the broad scientific and interactive
requirements for comprehensiveness as described elsewhere (Part |, Section 6.0 and
Part |1, Section 5.2.15). Unless a center chooses not to be reviewed for
comprehensiveness (see Part |, Section 2.3.4), the Parent Committee automatically will
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evauate the scientific and interactive aspects of comprehensiveness as an integra part
of the overdl review of the Cancer Center Support Grant.  The center's overall priority
score after peer review will determine whether the gpplication will be funded, in
accordance with the NCl's funding policies for the Cancer Centers Program (Part I,
Section 14.0); thiswill trigger progression to the second level of review.

Once the NCI determines that the CCSG application will be funded, a second step
involves the Executive Committee (EC) of the Nationd Cancer Indtitute (NCI).
Centers judged by peer review to have satisfied the scientific requirements for
comprehensiveness will be asked by NCI to provide separately a brief summary that
describes the indtitution’ s efforts to serve its community in each of the areas of outreach,
education, and cancer information. This summary should aso describe how the public
can access the available information (e.g., phone, website) and contain an agreement
(sgned by the Center Director and gppropriate inditutiona officia) to maintain the
currency and accuracy of the information. The EC will examine the summary for
completeness and adequacy and make the find decision to recognize the center as
comprehengve. The gpplicant will recaive officid natification in writing from the Chief
of the Cancer Centers Branch as an “NCI-designated Comprehensive Cancer Center”
and authorized to use the specid copyrighted logo developed by the NCI that signifies
this officia recognition.

6.1 One-time Opportunity to Reapply for Comprehensiveness

A funded grantee that has failed to receive the comprehensive recognition from either
the parent committee or the EC of the NCI will be given a one-time opportunity during
the grant project period to regpply for comprehensive designation. The application
would address reviewer or EC concerns and be evaluated by the Parent Committee
and/or the EC for approvd.



